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• Observational studies have shown a positive association between 
dietary contents, nutritional factors and risk of cognitive decline 
leading to dementia:

• high intake of vitamin C and vitamin E was associated with lower risk of 
Alzheimer disease (RR 0.82) (Engelhart et al, JAMA 2002) and  increasing 
consumption of fruits and vegetables reduce the 7 years risk to develop AD 
(Ritchie et al, BMJ 2010)

• higher intakes of salad dressing, nuts, fish, tomatoes, poultry, cruciferous 
vegetables, fruits, and dark and green leafy vegetables are associated to 
lower AD risk (RR 0.62 for 4 years follow-up) (Gu et al, Arch Neurol. 2010) 

• Increased consumption of antioxidant-rich foods in general and of 
polyphenols in particular (Mediterranean diet) is associated with better 
cognitive performance in elderly (Valls-Pedret et al, JAD 2012) and lower risk to 
develop AD and MCI (Scarmeas et al, Ann Neurol 2006; Scarmeas et al, Arch Neurol 
2009)

• Higher vitamin D dietary intake was associated with a lower risk of 
developing AD among older women (OR 0.23) in a 7-years follow-up study
(Annweiler C et al, J Gerontol 2012)

Nutritional factors influence cognitive functions, 
dementia/AD risk in elderly.



Author Journal Nutrient #Subjects/
Duration Outcome

Aisen
2008 JAMA B-vitamins 409 

18 months

This regimen of high-dose B vitamin supplements does 
not slow cognitive decline in individuals with mild to 
moderate AD.

Durga
2007 Lancet Folic acid 818

36 months
Folic acid supplementation significantly improved domains of 
cognitive function in 50-70 years old not demented

McMahon
2006 NEJM B-vitamins 276 

24 months

No significant differences between the vitamin and placebo 
groups in the scores on tests of cognition in over 65 years old  
not demented.  

Freund-Levi
2006

Arch 
Neurol n3 PUFAs 174 

6 months

Administration of n3PUFA in mild -moderate AD patients did 
not delay the rate of cognitive decline according to the MMSE 
or the cognitive portion of the ADAS. 

Petersen
2005 NEJM Vitamin E 769 

36 months
Vitamin E had no benefit in patients with mild cognitive 
impairment.

Dysken
2014 JAMA Vitamin E 561

2.2 years

Among patients with mild to moderate AD vitamin E compared 
with placebo resulted in slower functional decline, but no 
improvement in cognitive function (in combination or not wit 
memantine). 

The effect of supplementation of nutrient on cognitive 
function and dementia/AD risk: contrasting results



The effect of supplementation of nutrient on cognitive 
function and dementia/AD risk: contrasting results

Author Journal Nutrient
#Subjects/
Duration

Outcome

Quinn
2010

JAMA DHA
402 
18 months

DHA compared with placebo did not slow the rate of 
cognitive and functional decline in mild-moderate AD 
patients.

DeKosky
2008

JAMA Ginkgo biloba
3069 
median f-up 
6.1 Y

Ginkgo biloba at 120 mg twice a day was not effective in 
reducing either the overall incidence rate of dementia or AD 
incidence in elderly individuals with normal cognition or those 
with MCI.

Stein
2011

J Alz
Disease

Vitamin D2
32
8 weeks

We conclude that high-dose vitamin D provides 
no benefit for cognition or disability over low-dose vitamin D 
in mild-moderate AD

Rossom
2012

JAGS
Calcium and 
vitamin D

71
7.8 years

There were no significant differences in incident dementia or 
MCI or in global or domain-specific cognitive function
between treatments groups.

Annweiler
2012

Cogn Behav
Neurol

Vitamin D and 
memantine

43
6 months

Patients with AD who took memantine plus vitamin D had  a 
statistically and clinically relevant gain in cognition,









AD Risk and combination of nutrients

AD incidence by diet tertile
Observational studies suggest a link between Mediterranean diet & 
AD risk

Mediterranean diet:
• High vegetables, legumes, fruits, and cereals
• High unsaturated fatty acids 
• Low saturated fatty acids 
• Moderately high fish
• Low-to-moderate dairy
• Low meat and poultry
• Regular but moderate amount of ethanol, primarily in the form of 

wine and generally, during meals

Scarmeas et al, Ann Neurol, 2006; Psaltopoulou et al, Public Health Nutr, 2008; 
Feart et al, JAMA, 2009; Cherbuin et al, Am J Geriatr Psychiatry, 2011; Tangney et al, Am J Clin Nutr, 2011











• Only cognitive training interventions were found to have positive 
effects (and just in the cognitive domain targeted by the 
intervention). 

• Some, but weaker, evidence was found in support of physical 
activity interventions

• Weaker evidence was found in support of nutraceutical and 
diet interventions. 

• The evidence on the cognitive effects of antihypertensive 
treatment was deemed encouraging, but inconclusive. 



t=0 12 24 months                                                                                                     

n=1260

Intervention (n=631)

Control (n=629)

Outcome parameters

diet, exercise, cognitive training, 
vascular risk monitoring

general health advice

Age: 69,4
MMSE: 26,7
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Rationale for a nutritional approaches in AD  

W. Mi et al, Nutrition 2013 



AD

Amyloid 
Plaques

Synapse loss

Neurotransmitter 
deficits

Neurofibrillary 
tangles

Amyloid plaques, 
neurofibrillary 
tangles, synapse loss
play a central role in 
the pathogenesis of AD 
and may be  
intervention targets

Intervention targets in Alzheimer’s disease













• Uridine (UMP): 625 mg
• Omega-3 fatty acids: EPA 1200 mg, 

DHA 300 mg
• Choline: 400 mg
• Phospholipids: 106 mg
• B vitamins: folic acid 400 mcg, Vit B6 1 

mg, Vit B12 3 mcg
• Antioxidants:, Vit C 80 mg, Vit E 40 mg, 

Selenium 60 mcg



MildProdromal Moderate

NTB + EEG / MEG
MMSE ≥ 20, drug-naïve

ADAS-cog
MMSE 14-24, stable on AD drugs

NTB + MRI / CSF
MMSE ≥ 24, drug-naïve

WMS-r & ADAS-cog
MMSE 20-26, drug-naïve
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Full clinical trial programme across the Ad 
spectrum
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Efficacy of Souvenaid in mild Alzheimer's disease: summary 
of the results from RCTs

• RCT demonstrated that the supplementation for 
12/24 with a multi-nutrient product  improves  
memory deficit in mild AD patients

• Very mild subjects showed better results 
• OLE confirmed sintomatic effect on memory 

domains  



La risposta al trattamento si correla in modo significativo con la 
durata del trattamento (r=0.246; p=.001; fig A) e con i valori del 

MMSE alla baseline (r=.169; p=.0001; fig. B).

Fig A Fig B

Mesi di trattamento con Souvenaid Punteggio MMSE







NUTRITIONAL APPROACH TO DISEASES

Nutritional support
• disease-related malnutrition and reduced protein-calorie 

intake

Dietary therapy
• dietary pattern and nutrient content (protein, lipid, 

carbohydrate, mineral salt)

Pharmaconutrition/Medical food
• specific nutrient to manage a disease or condition that has 

distinctive nutritional requirements 
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